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The invention relates to dosage forms (by which is meant the condition under which we 
give a drug for administration), of the kind in which a core is embedded in an external 
mass. 

It is intended, above all, to make such, the above dosage forms, they respond better than 
so far for various practical requirements. 

It consists, mainly, is the aforesaid pharmaceutical forms in such a way that they 
comprise at least two distinct cores, side by side but separated from each other by the 
above external ground, at the same time, coats everywhere. 


It is being put together at this central provision in hundreds other provisions which are 
preferably used at the same time and which will be more explicitly discussed below. 

It relates more particularly certain types of application, and some embodiments, the 
above provisions, and it is even more specifically, and this as new industrial products, 
dosage forms, the kind in question involving the application of these provisions and 
elements specific to their institution, 

And it may in any way be understood using the description which follows and the 
attached drawing, which complement and drawings are, of course, especially given as a 
guideline. 

Figures 1 and 2 of the drawing show in perspective two embodiments of dosage forms of 
the invention. 

According to the invention and more particularly by one of its modes of application, as 
well as those embodiments of its various parts, which it seems there is reason to give 
preference, proposing to establish pharmaceutical forms of the genre in question, it is 
done as follows or similar Manner. 

It is already known to set dosage forms in which a core is embedded in a mass that 
surrounds it, this mass is often designed either to protect the material constituting the 
core against the effects of gastric juice in particular, is to avoid intolerance caused by 
contacting the substance constituting the nucleus with the gastric mucosa. 

These pharmaceutical forms known as satisfactory since it was possible to approach 
them once, and the extent of the core constituents of the substances were compatible. 

However, when either for fractional dose regimens, either to overcome the problems 
raised by the ingestion of these formulations because of their size too big (eg when 
should be absorbed by children), it proved need to be split, the split should be made not 
only on the external mass, but also on the inner core, which had the effect of putting it 
bare and exposed to attacks as well, such as that of gastric juice. 

In addition, these formulations were impractical when the substances that constitute 
the core showed inconsistencies between them (eg inactivation of one substance by 


another, or physical incompatibility), as it was then to use nuclei separated by 
concentric layers of intermediaries, which was theoretically acceptable, but presented 
from a practical standpoint, many drawbacks, including that of lead to disintegration 
inevitable, more or less pronounced, a given layer, lots of disintegration due to the 
overlying, thereby reducing the effectiveness of their drugs. 

All these drawbacks are eliminated with the invention according to which one is the 
above mentioned pharmaceutical forms in such a way that they comprise at least two 
distinct cores, side by side but separated by the above external ground, at the same time, 
coats them. 

The constitution of the invention on the one hand, allows their administration fractional 
second broadens their scope because of the possibility of bringing in their composition 
from incompatible with each other and, finally, allows successively release equal 
quantities of the same or different active ingredient or different active substances, or 
combination of active substances and providing for the quantities of active ingredients 
(alone or in combination) coatings of different thickness or resistance , that within the 
same external mass. 

From a practical standpoint, to make these formulations can proceed as follows and use 
the embodiments shown in the figures and according to which it incorporates, so in 
itself known to those skilled in the art, for example compression, two nuclei 1 and 2 in a 
single external mass 3 which includes both the time and that separates them from each 
other, the whole being of any suitable form, preferably elongated, oval or round and flat 
or domed. 

The cores 1 and 2 can have any spherical, cylindrical, oval or the like. 

If you want to split their dosage forms, it is advantageous to provide a line of least 
resistance, marked by 4 (Figure l), following which it is easy to separate those 
pharmaceutical forms in two parts, said line 4 be such that both parties arising from the 
dosage form contains an initial cores 1 and 2, which are coated on all sides by three 
external mass and thus remain protected. 

After which and whatever the embodiment adopted, this gives the formulations of the 
kind in question, whose main features are clear enough from the foregoing that it is 
useless to insist on this, and present compared to existing ones, many advantages, 


notably that it can be absorbed several times if their absorption once would be difficult 
because of their size, that allow the simultaneous use of incompatible substances them 
and that allow the release of successive amounts equal or different active substances 
identical or different. 

As is evident, and as it follows moreover already from the foregoing, the invention is by 
no means confined to those of its modes of application, nor to those embodiments of its 
various parts, having been specifically identified; it embraces, on the contrary, all 
variants. 

Claims 

The invention relates to improvements in pharmaceutical forms comprising an external 
mass which is embedded in an inner core, which improvements have the following 
characteristics, which the former can be taken either individually or as combinations 
with others' 

1. It is the aforesaid pharmaceutical forms in such a way that they include at least two 
distinct cores, side by side but separated by the above external ground, at the same time, 
coated on all sides; 

2. We understand that the said pharmaceutical form a line of least resistance 4 to its 
separation into two parts, each containing one of the aforementioned nuclei, which are 
coated with the external mass even after the division of the pharmaceutical form; 

3. It is the aforementioned nuclei in the same area; 

4. It is the aforementioned cores of different materials incompatible with each other. 


(19) REPUBLIQUE FHANpAISE 


MINISTERS 
DU DEVELOPPEMENT INDUSTRIE!. 
ET SCIENTIFIQUE 


©1.603.314 


INSTITUT NATIONAL 
OF LA PROPRIETE INDUSTRIES 


BREVET D'INVENTION 

6.718 - Paris. 

23 fevrier 1965, a 16 h 20 mn. 
5 avril 1971. 

14 mai 1971 {n. 19). 
A 61 j. 


£4) Perfect! on nements apportes aux formes pharmaceutiques. 


(72) Invention de : Bonnet Henri et Desarmenien Henri. 

(7j) Deposant : Societe dite : ETABLiSSEMENTS WANDER, residant en France. 


(21) N° du proems verbal de d6pdt . . . . 

(g) Date de d6pot 

Date de rarr§t6 de d6livrance .......... 

(46) Date de publication de I'abr6g£ descriptif au 
Bulletin Officiel de la Propri6t6 Industrielle. 
(ST) Classification Internationale 


Mandataire : Plasseraud, Devant, Gutmann, Jacquelin, Lemoine. 


(So) Priority conventionnelle : 

(32) (33) (3j) Brevet d'invention dont fa delivrance a et& ajournSe en execution de t'article 11, 
%7, de la loi du 5 juilfet 1844, modifiee par la loi du 7 avril 1902. 


Vente des fascicules a I'IMPRIMERIE NATIONALS 27. rue de la Convention - PARIS (15*) 


1603314 


1 


[.'invention est relative cux foimes pharmaceutiques (ferne par fequel on 
designe f'ti'ar sous Sequel on preserve un medicament en vue de son adm i n ist i a* f on ) f 
du jenie Je relies -ions fesquelles un noyau e r ,: iin:o po-e dans une masse exte<ne 

EMe a pec : bur, su<roui, de -end^ "e I les, < es susdi res f o« mes pharrr.aceur iques, 
5 qu'eMes epon den 1 mieux que jusqu'a ce jou aux dive s deside<a~c de \a piatique.. 

Eile consiste, p i inc ipa le men J , a consri-ue; les susdifes formes pharmcceufiques 
de fagon tefle qu'elfes cornportent au moins deux noyoux distincts, places core a c5*e 
mais separes I'un de ! : cute par la susdite masse exfe ne qui, en meme temps, les 
enrobe de routes pa its, 
10 Eile consiste, mise a pa^ cerre disposlr-on piincipaie, en ce;*aines aut:es 

dispositions qui s'utilisent de preference en meme remps et dont il sera plus explici- 
tement paile ci-apres, 

Elle vise plus particul ieiement certains modes d'appl ication , ainsi que certains 
modes de realisation, des susdites dispositions ; e* elle vise plus pa rt ic ul i ere me nt 
15 encore, et ce a tltie de produits Industriels nouveaux, fes formes p ha i mace ut iq ues du 
genre en question comportant application de ces memes dispositions, ainsi que les 
elements propres a leur etablissement „ 

Ef elle pourra, de foute facon, £tre bien comprise a I aide du complempnf 
de description qui suit ainsi que du dessin ci-annexe, lesquels complement et dessin 
20 sont, bient entendj, donnes sur'ouf d titre d 1 i n di c a t i on . 

Les figures 1 e t 2 de ce dessin montrent, en perspective, deux modes de 
realisation des formes pha <mace u f iq ues suivant ^invention. 

Selon ('invention et plus pat ticul ierement selon celui de ses modes d'application, 
ainsi que selon ceux des modes de realisation de ses diverses parties, auxquels il 
25 sembfe qu'il y ait lieu d'occorde r (a preference, se proposant d c etablir des Formes 

pharmaceutiques du genre en question, on s 8 y prend comme suit ou de facon analogue. 

II est deja connu d'etablir des formes pharmaceutiques selon lesquelfes un 
noyau est incorpore a une masse qui entoure ce dernier, cette masse etant souvent 
destinee soit a proteger la substance constituant le noyau contre les effets notamment 
30 du sue gastiique, soit a eviter des intolerances provoqu£es par mise en contact de la 
substance constitutive du noyau avec fa muqueuse gastrique» 

Ces foimes pharmaceutiques connues ont donne" satisfaction dans la mesuie ou 
if etait possible de les aboide* en une seule fois, et dans la mesure ou les consHfuants 
du noyau efaienf des substances compatibles ent e elles. 
35 Toutefois, loisque soit pour obtenir des doses posologiques f ractionnai es, soit 

pour ecaitei les difficulty que souleval? f 1 ingestion de ces foimes pha ■ mccenMques 
par suite de feuis dimensions trop grandes (par exemple lorsqu'elles devaient £tre 
absoibees par des enfants), il s'ave'rait n£cessaire de les fractionner, ce f rac tionne men : 
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devoir s'effectue- non seulement su-' lo masse exferne, mens egalement su< fe noyau 
Interne, ce qui avait pour consequence de mefMe ce dernier a nu de {'expose' ainsl 
aux attaques, pa; exempfe a celfe du sue gas'iique. 

En outre, ces "o.mes p!ia« , mace , j 1 iqucs e^aienf peu piatiques forsque fes substan- 
ces constitutes du no/au p-esenraieni entre ellesdes incompafi bi i ires fpa; exempfe 
inactivarion de ! une des substances par une autre, ou i nc orn pa i i bi [ i re physique), 
etant donne que I'on devait alois avoir recoups a des noyaux conce ntriques s£pa es 
par des couches i nte .-media i fes, ce qui etait : heo! iqusme nt acceptable mais p> esentait , 
du point de vue pratique, de nombteux inconvenients, nofamment celui de conduire 
a une desag ; ega K on inevitable, plus ou mains p-ononcee, d'une coucbe donnee ; lois 
de la desegregation voulue de la couche susjacente, dlminuant ainsi i'efficacite des 
medicaments en question^ 

Tous ces inconvenients sont elimines grdce a I'invenrion, conf o rmemen t a 
iaquefle on constitue !es susdites Formes pharmaceut iques de facon teHe qu'efles 
comportent au moins deux noyaux disfincts, places c6re a core mais separes pat la 
susdite masse externe qui, en me'me temps, fes enrobe. 

Cette constitution conforme a ^invention d'une pert, permet leur administration 
fractionnee, d'autre part ela gU feur champ d'appl i cat ion par suite de !a possibilire 
de faire enfre r dans leur composiMon des substances Incompatibfes entre elles et, 
enfin, permet de fiberet successivement des quantjtes egales ou differentes d'une mime 
substance active ou de substances ac'ives differentes, ou d'un ensemble de substances 
actives, en pievoyant pour ces quantites de substances actives (seules ou associees) 
des enrobages d'epaisseur ou de resistance differentes, cela au sein de la mSme masse 
exte rne «, 

Du point de vue pratique, pour £tab(ir ces formes pha rmace utiques, on peut 
proceder comme suit ef avoir recours aux modes de realisation repre"sentes sur les 
figures et suivanr fesquels on incorpore, de maniere en soi connue de I'homme de Mart, 
par exemple par compression, deux noyaux 1 et 2 dans une meme masse externe 3 qui 
les englobe tous les deux a fa fois et qui les separe I'un de f autre, ['ensemble etant 
de toute forme appropriee, de preference allongee, ovale ou ronde, et plate ou 
bombee . 

Les noyaux 1 et 2 peuvent presenter toute forme spherique, cylindrique, ovol'de 
ou analogue . 

Dans le cas ou l J on veut pouvoir fractlonner ces formes pha rmace utiques, if 
est avantageux de prevotr une figne de moindre resistance, reperee par 4 (figure 1), 
suivant laquefle if est aise de separer lesdites foimes pharmaceutiques en deux parties, 
ladite figne 4 etant telle que chacune des deux parties resultant de la forme pharmaceu- 
tique de depart contient Pun des noyaux 1 et 2, qui restent enrobes de toutes parts de 
masse externe 3 et qui demeurenr done prot£g£s„ 
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En suite de quo! et quel que soit !e mode de realisation adopte, on obtient 
ainsl des formes pharmaceufiques du genre en question, dont les ca racteristiq jes 
ressortent suffisamment de ce qui precede pour qu'il soit inutile d'insister a ce sufer, 
et qui presentent, par rapport a celfes qui exisfaient deja, de nombreux avantages, 
notamment, celui de pouvoir Stre absorbers en plusieurs fois au cas ou leur absorption 
en une seule fois serait difficile par suite de feurs dimensions, celui de permettre 
I 'utilisation simultanee de substances incompatib les entre elles et celui de permettre 
la liberation successive de quantites egafes ou differentes de substances actives identi- 
ques ou differentes* 

Comme ii va de soi, et comme il resulte d'aiffeurs deja de ce qui precede, 
I'invention ne se limite nullement a ceux de ses modes d'appl ication, non plus qu'a 
ceux des modes de realisation de ses diverses parties, ayant ete plus sp£cialement 
indiques ; elle en embrosse, au contraire, toufes les variantes, 

RESUME 

L'invention a pour objet des perfectionnements aux formes pharmaceutiques 
comprenant une masse externe dans laquelle est incorpore un noyau interne, lesquels 
perfectionnements prgsentent les ca rac tSristfques suivantes, dont la premiere peut 
e"tre prise soit isolemenf, soit selon certaines combinaisons avec d'autres : 

1°/ on constitue ies susdites formes pharmaceutiques de facon telle qu'elles 
comprennent au moins deux noyaux distincts, places cdte 5 cote mais s£par£s par la 
susdite masse externe qui, en m£me temps, les enrobe de toutes parts ; 

2°/ on fait comprendre a la susdite forme pharmaceutique une ligne de moindre 
resistance 4 permettant sa separation en deux parties contenanf chacune I'un des 
susdits noyaux, qui restent enrobes par la masse externe m§me apres la division de la 
forme pharmaceutique ; 

3°/ on constitue ies susdits noyaux en la m£me matiere > 

4°/ on constitue les susdits noyaux en des matieres differentes incompatibles 
entre elles- 



